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Article 36. 
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□ 
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70.16 



and Section 607 of the A<tainistrative 
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consist of a total of. 



sheets. 



This report contains 



indications relating to the following items: 



□ 



Basis of the report 



Priority 
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IV 



VI 

vn 
vm 



Lack of unity of invention 



inventive step and industrial anplicability 



inventive step c* irnlusrrial a^ 



□ 
□ 
□ 



Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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L Basis of the report 



I l. With regard to the elements of the international application:* 
the mtemational application as originally filed 
| 1 the description: 



, as originally filed 
, filed with the demand 



, filed with the letter of 



| ] the claims: 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



pages 



, filed with the letter of 



| | me drawings: 



pages 



, as origrnalry filed 

, filed with the demand 



filed with the letter of 



□ 



, as originally filed 

_ , filed with the demand 



filed with the letter of 



2 With regard to the language, all the elements marked above were available or furnished to this AirAoriry in the language in which 
1 the international application was filed, unless otherwise indicated under this item. 

These dements were available or firrnished to this Airthority in the following language w *= 

□ the language of a translation tranished for the purposes of international search (under Ride 23.1(b)). 
| | the language of publication of the international application (under Rule 48 J(b)). 

□ the language of the translation fhrrnshed for the purposes of international prelimmary examination (under Rule 55.2 and/ 
or 553). 

1 3 wafc regard to any nucleotide and/or amino add sequence disclosed in the mte rr fflt i or ial application, the i h k*. na t io n a l 
1 prglirpfTTary ^Tmnatmn was carried out on the basis of the sequence listing: 

[ ] contained in the mtemational application in written form. 

| | filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

| 1 turnishedsubsequerrdyto 



that the subsequently furnished written sequence listing docs not go beyond the disclosure in the 



mtemational application as filed has been furnished. 
□ The statement that the inforniation recorded in computer readable form is identical to the written sequence listing has 
bc ff n fin Pi shed* 

1 4 ^] The amendments have resulted in the cancellation of: 

I I the description, pages — 

I I the claims, Nos. 

1 1 the drawings, sheets/fig 



□ Tnis report has been established as if (some of) the arnendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as mdicated in the Supplemental Box (Rule 70.2(c)) *♦ 

* Replacement sheets which ha* 
tothis report as "originally filed 99 and are not annexed to this report since they do not contain amendments (Rule 70.16 

I and 70.17). _ 

\~ Any replacement sheet containing 
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IDL Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be npn obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 



claims Nos. 5. 14. 15. 20 

because: 

the said international application, or the said claims Nos, . 5, 14. 15. 20 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify)-: 



□ the claims, or said claims Nos. are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no inter n at io n al search report has been established for said claims Nos. 5. 14. 15. 20 , 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

[ j the written form hag nnt been fiiraighM or does xyjj com pl y wptfi tfy* q frmAiTT f- 
j j the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of 1 1 1 • 1 . 



Claims 5, 14/ 15 and 20 pertain to methods for 
treatment of the h uman body by therapy, and thus relate 
to subject matter which does not require international 
preliminary examination by this International Preliminary 
Examining Authority, under the provisions of PCT Article 
34(4) (a) (i) and PCT Rule 67.1(iv)* 
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IV. Lack of unity of invention 


I. In response to the invitation to restrict or pay additional fees the appl 


leant has: 




1 1 restricted the claims. 






1 1 paid additional fees. 






1 1 paid additional fees under protest 






1 1 neither restricted nor paid additional fees. 







This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1, 
2. l^vj not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13 J is 

□ 

complied with. 

not complied with for the fallowing reasons: 

See supplemental sheet 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

IXI all parts. 

□ 

the parts relating to claims Nos. 
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Supplemental Box _ . ^ 

(To be used when the space in any of the preceding boxes is not sufficient) 



ontnmatkxn o£ XV • 3 . 

The "special technical feature" of claims 1-4 and 6 
relates to prophylactic therapeutic agents for severe 
sepsis in which the active ingredient is a cycloalkene 
compound . 

The "special technical feature" of claims 7-13 and 
16-19, on the other hand, relates to TLR signal 
inhibitors . 

There is thus no technical relationship among these 
inventions involving one of more of the same or 
corresponding special technical features; they are, 
therefore, not so linked as to form a single general 
inventive concept. 
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I V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 



YES 



Claims 


i- 


-4, 


6- 


13, 


16- 


•19 


NO 


Claims 














YES 


Claims 


i- 




6- 


-13, 


16- 


-19 


NO 


Claims 


i- 


-4, 


6- 


-13, 


16- 


-19 


YES 



NO 



Citations and explanations 

Document 1: JP 2001-261557 A (Takeda Chemical 



Document 2 : 

Document 3 : 

Document 4 : 
Document 5 : 



Industries), 26 September 2001 

WO 99/46242 Al (Takeda Chemical Industries) , 

16 September 1999 

WO 01/010826 Al (Takeda Chemical Industries) , 
15 February 2001 

WO 99/25834 Al (Genentech, Inc.), 27 May 1999 
WO 99/20756 A2 (Genentech, Inc.), 29 April 
1999 



Claims 1-4, 6-13 and 16-19 

The inventions set forth in claims 1-4, 6-13 and 
16-19 are not novel and do not involve an inventive step 
in the light of documents 1-3, cited in the international 
search report. 

Document 1 discloses compounds represented by a 
formula (I), salts thereof and prodrugs thereof, which act 
to suppress nitrogen monoxide (NO) production, act to 
suppress the production of inflammatory cytokines such as 
TNF-a, IL-1 and IL-6, and are useful as prophylactic and 
therapeutic agents for disorders such as heart disease, 
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autoimmune disorders, inflammatory disorders, central 
nervous disorders, infections, sepsis and septic shock 
(claims and paragraph [0055] ) - 

Document 2 discloses cycloalkene derivatives 
represented by a formula (la) which act to suppress the 
production of nitrogen monoxide (NO) by inducible nitric 
oxide synthase and/or act to suppress the production of 
inflammatory cytokines such as TNF-a, IL-1 and IL-6, and 
are useful as prophylactic and therapeutic agents for 
disorders such as heart disease, autoimmune disorders, 
inflammatory disorders, central nervous disorders, 
infections, sepsis and septic shock (claims and page 56, 
line 19 to page 57, line 2 6) . 

Document 3 discloses compounds represented by a 
formula (I) , and salts thereof and prodrugs thereof, which 
have low toxicity, act to suppress the production of 
nitrogen monoxide (NO) and act to suppress the production 
of inflammatory cytokines such as TNF-a, IL-1 and IL-6, 
and are useful as prophylactic and/or therapeutic agents 
for disorders of mammals such as heart disease, autoimmune 
disorders, inflammatory disorders, central nervous 
disorders, infections, sepsis and septic shock (claims and 
page 41, line 18 to page 42, line 19) - 

Although documents 1-3 do not mention "prophylactic 
therapeutic agents for severe sepsis", page 41 of the 
description of the present application indicates that the 
"prophylactic therapeutic agents for severe sepsis" in the 
inventions set forth in claims 1-4 and 6 function due to 
their action in suppressing the production of NO and 
action in suppressing production of inflammatory 
cytokines. Therefore, compounds, salts and prodrugs 
disclosed in documents 1-3, which have the same 
suppressing actions, clearly can also treat/prevent severe 
sepsis and not only sepsis- 
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Moreover, although, documents 1-3 do not mention TLR 
signal inhibitors/ specific manifestations of TLR signal 
inhibitors include agents for suppressing production of NO 
and/or inflammatory mediators such as cytokines (see page 
59 of the description of the present application) . 
Therefore, the inventions set forth in claims 7-13 and 
16-19 are indistinguishable as medicaments from the 
inventions disclosed in documents 1-3. 

Claims 18 and 19 

The inventions set forth in claims 18 and 19 are not 
novel and do not involve an inventive step in the light of 
documents 4 and 5, cited in the international search 
report . 

Given that document 4 discloses the action of Toll- 
like receptor TLR— 2 on inflammation- inducing signals and 
cytokines, and document 5 discloses induction of 
inflammatory cytokines by human TLR (a Tol protein 
homologue TLR4) / these can be said to suggest that 
production of inflammatory cytokines can be suppressed by 
inhibiting TLRs (document 4, page 8, lines 10-14; document 
5/ page 2, lines 23-28) . 
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